Introduction
Neuroendocrine tumors (NETs) are a group of rare cancers that arise from neuroendocrine cells throughout the body; they account for 0.46% of gastroenteropancreatic and bronchopulmonary malignancies. 1 They are a heterogeneous group of malignancies that are most common in the lung/bronchus but also originate in the pancreas, small intestine, colon and rectum, ovaries, and thyroid and adrenal glands. Clinically, NETs are regarded as functional if they are associated with symptoms of hormonal hypersecretion or as non-functional if they are not associated with these symptoms.
Despite 100 years of clinical studies, NETs remain poorly understood because of their rarity, tumor heterogeneity, nonspecific presentation, unique indolent biology, and a lack of awareness. Recent studies have reported an increase in the incidence and 1 Although rare, NETs are more prevalent than gastric and pancreatic adenocarcinomas combined because of the indolent nature of the disease. 2 These characteristics illustrate the increasing need for a better understanding of NETs.
Previously published articles have indicated the primary site as a prognostic factor for better survival in NETs. 3 However, the association between race/ethnicity, gender and marital status, and various tumor sites is less well investigated. The present study used a population-based approach to examine the clinical characteristics and prognosis of NETs located at different sites.
Methods Data
Our retrospective, population-based cohort was based on Incidence-SEER 18 Regs Research Data + Hurricane Katrina-Impacted Louisiana Cases, Nov 2016 Sub (1973-2014 varying) , a population-based registry that collects cancer information covering ~28.7% of the U.S. population. 4 The SEER program routinely collects high-quality demographic, clinical, and follow-up information from 18 cancer registries.
study population
Patients aged ≥18 years who were diagnosed with NETs between 1973 and 2014 were selected for the cohort ( Figure 1 ). ICD-O-3 histology codes were used to identify NETs.
These codes correspond to the following clinical/histologic diagnoses: islet cell carcinoma (8150), insulinoma (8151), glucagonoma (8152), gastrinoma (8153), mixed islet-cell/ exocrine adenocarcinoma (8154), vipoma (8155), somatostatinoma (8156), enteroglucagonoma (8157), carcinoid (8240), enterochromaffin cell carcinoid (8241), enterochromaffin-like cell tumors (8242), goblet cell carcinoid (8243), composite carcinoid (8244), adenocarcinoid (8245), neuroendocrine carcinoma (8246), and atypical carcinoid (8249). Small-cell (8002 and 8040-8045) and large-cell neuroendocrine carcinoma (8013) of the lung, pheomochromocytoma (8700), paraganglioma (8680, 8693), and medullary carcinoma of the thyroid (8510) were excluded. 5 Demographic and clinical information were extracted from the SEER database. In the SEER study, races were listed as white, black, and a grouping of other races represented as Asian, Pacific Islander, American Indian, and Alaska Native (A/PI/AI/AN). Tumor grade was assigned according to degree of differentiation, as defined in SEER using the following ICD-O-3 specifications: grade I, well differentiated; grade II, moderately differentiated; grade III, poorly differentiated; and grade IV, undifferentiated (anaplastic). Survival time was calculated as the period from the date of diagnosis until death. Those alive as of the last follow-up date reported in SEER were treated as censored observations. Tumors were classified as localized, regional, or distant according to the SEER staging system for analysis. All the SEER data are freely available and do not require approval from an institutional review board or ethics committee. No personal identifying information was used in the study. Therefore, we did not require any informed consent.
statistical analysis
We used the chi-squared test to compare the clinicopathological characteristics among different NET sites. One-way ANOVA was used to compare continuous variables between groups. We used Kaplan-Meier analysis and log-rank tests for survival comparisons. We employed the Cox proportional model for multivariate analyses of the patient population; accordingly, HRs with corresponding 95% CIs were generated. Statistical significance was considered if a two-tailed P-value<0.05 was achieved. All the statistical analyses were performed using SPSS Statistics 20.0 (IBM Corporation, Armonk, NY, USA).
Figures were created using GraphPad Prism software (GraphPad Software, Inc., La Jolla, CA, USA).
Results
In total, 73,782 patients were selected for this cohort from 1973 to 2014. Table 1 summarizes the characteristics of the identified patients. Briefly, their ages ranged from 18 to 100 years, with a median age of 61.6 years. Patients who were younger than 50 years were more likely to be in the group of NETs happened in colon (25.0%). Yet NETs of lung/ bronchus had the highest proportion of patients older than 65 years (53.4%). In white, the most common sites were lung/bronchus (33.8%), followed by small intestine (22.7%), colon (13.6%), rectum (12.1%), pancreas (10.9%), and stomach (6.8%). However, in other races, rectum was the most common sites of NETs. For 15,522 cases (21%), the disease stage was unreported; of the remaining 58,260 cases, 29,367 (39.8%) were localized, 12,659 (17.2%) were regional, and 16,234 (22%) were distant. NETs of the pancreas had the highest proportion of distant stage at diagnosis (40.3%). NETs in the lung/bronchus tended to be poorly differentiated or undifferentiated (18.9%). The median survival duration was 41 months. The 1-, 3-, 5-, and 10 year overall survival (OS) rates for patients with NETs were 72.8%, 52.7%, 39.4%, and 18.1%, respectively ( Table 2 ). The survival rates differed significantly according to the primary tumor site (P<0.001); for example, 55.7% of patients with NETs originating in the rectum were still alive after 5 years, while those with NETs in the pancreas had a 5-year survival rate of 22.7%, the shortest of all sites (P<0.001).
We then evaluated survival patterns according to site and stage ( Figure 2) . We excluded 15,522 cases for which stage information was not shown in SEER. Among the cases of localized NETs, the median OS ranged from 27 months for NETs in the pancreas to 66 months for NETs in the rectum. Among the cases of regional NETs, NETs in the stomach had the worst median OS (22 months), while the small intestine had the best median OS (50 months). Among patients in the distant stage, those with NETs in the small intestine had the best median OS of 40 months; those with NETs in the lung/ bronchus had the worst OS of 5 months.
Furthermore, we performed univariate Cox regression analysis to identify variables that might influence the survival. We found that gender, year of diagnosis, age, race, marital status, grade, stage, therapies, and primary sites influence overall survival and cancer-specific survival among patients with NETs (Tables 3 and 4) . We then performed a multivariate analysis of the impact of the primary site while adjusting for prognostic factors influencing the survival of patients with NECs using the Cox proportional hazards model (Tables 3  and 4 ). Significant differences in overall and cancer-specific mortality were observed among the six sites (both log-rank test P<0.0001, Figure 3 ). NETs in rectum had the best prognosis, while NETs in pancreas had the highest risk of mortality (using rectum as a reference: colon, HR, Subsequently, we performed a stratified analysis of overall mortality by race, gender, and marital status, which were considered prognostic factors for cancer in previous studies. The magnitudes of the associations are presented in Table 5 . Regarding marital status, married patients with NETs had a worse prognosis than unmarried NET patients. Regarding gender, females had a higher risk of mortality in all sites except the lung/bronchus. Regarding race, American 
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Prognosis of patients with neuroendocrine tumor Indians/Alaskan Natives and Asian/Pacific Islanders had a significantly worse prognosis than other racial groups for all sites except the colon. 
Discussion
NETs are biologically and clinically heterogeneous, which poses significant challenge in the management of this disease. 
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NETs are more indolent than other epithelial malignancies; however, they can be aggressive and resistant to therapy. 6 Most likely because of the widespread use of endoscopy and computed tomography for cancer screening, the incidence of NETs has increased yearly. 5, 7 Attribute to the increased awareness and new treatment modalities, a trend toward improved OS had been seen NETs usually originate in the gastrointestinal tract, lung, and pancreas, according to previous studies. 8 Survival outcomes vary significantly among tumors in different primary sites. In the present study, we compared the clinical characteristics, OS, and mortality among different anatomic sites of NETs and found that NETs originating in the pancreas had the worst prognosis (HR, 2.034, 95% CI, 1.925, 2.148, P<0.001).
Primary tumor site could be one of the most useful outcome predictors in patients with NETs. We observed variations in the association between primary site and prognosis across race, gender, and marital status. Regarding marital status, we found that married patients had a higher risk of mortality than unmarried patients if their tumors originated in the colon, lung/bronchus, small intestine, pancreas, and stomach. Males also had a better prognosis for tumors originating in the colon, small intestine, pancreas, and stomach, but not in the lung/bronchus. Compared to white or black people, American Indians/Alaskan Natives and Asian/Pacific Islander had a significantly worse prognosis for tumors at all sites except the colon. It should be noted that the magnitude of the association between primary sites and survival benefits varied across races, genders, and marital status. Thus, gender, race, and marital status might partly explain the influence of primary tumor site on OS. In both the univariable and multivariable analyses, survival was best for patients with localized disease and worst for patients with distant disease. For patients with localized disease, surgical resection should always be considered as surgery is the only curative treatment for localized NETs. 2 However, according to the study by Pavel et al, 40%-50% of NET patients present with distant metastases at initial diagnosis. 9 In our study, NETs originating from pancreas (40.3%) had a highest proportion of distant stage disease and rectum (3.4%) had the least. In the meanwhile, NETs of rectum (73.2%) had a highest proportion of patients who accepted surgery. That might partly explain the highest mortality in the patients with NETs in the pancreas and lowest in the rectum. Patients with advanced disease may suffer from fatal complications caused by secreted hormones or tumor 
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Prognosis of patients with neuroendocrine tumor progression. For advanced NETs, systematic agents, biotherapy, and targeted radionuclide therapy are used to delay tumor growth. 10 The most promising systematic agents are somatostatin analogs, temozolomide, vascular endothelial growth factor pathway inhibitors, and mammalian target of rapamycin inhibitor. [10] [11] [12] [13] This study used a large, nationally representative sample from the United States collected using the SEER program. Taking advantage of this program, we minimized discrepancies and biases to present results that can be generalized to the US adult population. Moreover, the sample size was particularly helpful because, to date, most studies have been performed using small case series, single centers, and limited data sets. However, some limitations remain. First, SEER does not classify patients according to the World Health Organization 2010 classification, nor does it record the Ki-67 proliferation index, which are important data for evaluating the aggressiveness of NETs.
14 The stratification is therefore based on the morphological characteristics reported in the pathology report and known disease behavior of the actual neoplasm. This may slightly underestimate the survival in the well differentiated group and overestimate the survival in the undifferentiated group. Besides, high percentage of unknown information about tumor grade has been found in our studies which is regarded as an important prognostic factor. Such drawbacks are inherent to most retrospective, population-based study and may raise concerns about the generalizability of the findings. As we aimed to emphasize the prognostic value of the primary tumor sites, we still include these patients in our cohort. Second, the SEER registries likely underestimate the total number of patients with NETs. Only patients with malignant NETs are included in this database.
Conclusion
Our study showed significant differences of survival outcome of patients with NETs according to various primary sites. NETs happened in rectum had best prognosis however pancreas had the worst. Primary tumor sites might be one of the most useful predictors of outcome in patients with NETs.
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